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& 7^K5HI&f^ rCi-ioT;W3^5/-*;k^*5 F*J tim 
08*.fc£, F (CH 3 OCONH-^) I; Ih+^J^W 

5 f*, tert-^h*s/#;M^i^ rc 6 -ioT y-;!/:**^-*;^ 

tVXU, WAH 7iy^>*^*SH (C 6 H 5 OCONH-) 
H (C 6 H 6 CH 2 OCONH-) & ^>xtHU;v^ 

~)\>*3rz/m, n -^\^>/;^^$/*;i/^n;i/^^^S*: rc 6 -i 0 T U —)V 

F ij;vt^">*;^-^*>ifef^ rc 3 -io^^DT;w^ 

l-^f;WKFS, 3-^f;WWFS, 3,3-W;V7KF 
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1.2.3 - hUTVu;p», 1,2,4- hUT % /u;i/S, r.h^yjm yvjvm. 
^jL-jm. ttwvfr&s 1,2,3 -ttwrvvjvm* 

1.2.4 - ^-y-^Tl/U;^ l,2,5-tW7yjM, 

u;v&> trusts, tfu^-M, tru^^;vs> tf^^-;i/S, >fu 
tf^n;^ ttv^—jm, ^vum, ^yu;i/ 

If U F [2, 3-d) kussws, 1,5-, 1,6-, 1,7-, 1,8-, 2, 
15 6-*yc«2,7-^-^5 :; U^;i/*, ^xy [2, 3-d] fcfU^S, ^>l/tf7 

7i^JVi, t7fM^MV^n§. MC 6 -ioTU-;V*^ tufE 
feotlti ($?£b<«2~4f@) JfeoTfe*^, 
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ck 5 ^ffr^HUE tUTtt-f >^n;i/», 1,2,3,4-^hytFni-y ^)Vmu E 

ifim^ztiz* zvffi&mmfc, mm mmm^mvx^xh^mimm^m 
*j <d mm^i ^^m^nr^mmmxm^smu^m^mm^nx^x%^\ 

mizmfc-zivf, msifcfemte-Dxm&m ($?^b<«2~4i@) x&-ox*b& 

Vic 

_hiH m^&^vx^x^^mmmmtT^mmi <d*x, r, ri, rh, r 
ib, Ric<D^^m^tvxu, mm^^vx^x%^mm^i-6<Di&m 

&<e) teatfmtfzn, fefrxh, m?tu, *^)vm. n-y°u\f.)vm. 

RTtsn^ mmm^vx^xh^^m-mmtT^mMi \z$$tfz> mmm 

tbTH Any>Rf (7y*Sf, m^M^ ^EC^ H^iSSim , 

(Ci- 4 ) 7i^n <«u x^;ws. ^dkm, yrfr&fcg) . 

(C1-4) y;i/n^->S ^h^ak ih+^S« 7*n^'>S, 
~>X&£) , fift (C1-4) t;1/3^v-^;^x;ps (m> ;* h^->*;p^n;u*, 
if^i/^M-M, ^n#+^*;^n;US, 7h+y*M-;i/S?5:a . 
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;i/^-n^^;i/S, ht;7MDX^;H^a , AD^yftft (Ci- 4 ) 

m m> h'J7MD^h^>/S, l,l,2,2--7 L h^7;i/^DXh^>'S> 2, 

2 , 3 , 3 , 3 - ^>^ 7MD T'D^^i/SJii*) , <£$KCi- 4 ) T)V*)\stt& W> 

x^;w^S> ^ntf;i/5M-s&<H) . , i&fi (c M ) r;i/^>x;i/ 
(M, ^^>x;i/^x;i/S. x^>7.;i^x;i^ ^da>7M-jH 
&£) , i&m (c H ) T;v*y-r;u3£ (09, r^)vm. yntf^-x 

, 5lOf#M^lS (M> l,2,3-hU77'JM, 1,2,4-h 
U7»/UM, 5=-h^l/U;P«, -fV^T*/U;«, t+t/'JJl' 

-f v^uvy;^ ^7^71/u;^ fx-M, 7u;ps&f) , 
/tt-f (Ci- 4 ) 7J^;v-*;wt^M (#1, ^^;w*;wt^E-r;wat, 

->-*;l/#x;|/-|£i^ (C1-4) TJW-AiWtt'fM 7"b=^^M- 
JW^WM^M, x h^->*Mx;Mf ^Mt'f f) . 1, 
3-^7->M7Xyy-« (d-4) 7)V*)V& (M, 1, 3 -S>7"fe?\«^7 

&tl<^n^>lf (M, 7y», m^HC-i\ JUMP?, 37i 
nc?) , i&m. (Cw) (#u x^;i/», yntfM, 

*©^173M5»W£b<, 175S3fi^^'tl<, 175S2ffld*i:»3to 
WSLVi 0 ^«m*^2jH^±#&t-§^#f»ne>B^*«|W|--Ta&oT ! bJ: 

RT?*$ns rftj^£WbTv>T*><kv*j83&383Sj £33**5 r^^j « % 
tr^vu;^ i^yyu;i^ 1,2,3- bU7i/u;p«, 1,2,4-hu 
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VU;U*. l,2,3-t^y7yUJH, l^^-WyT^JJH, 1,2, 

t^/u;^ i,2,3-^T^ryu;^> 1,2,5 

1,5-, 1,6-, 1,7-, 1,8-, 2,6-Sfc«2,7 -^-7^U^;V^ 

{® ©Mil* \z ck o x«m pJt^^4 \zWWk £ tit ^ x & £ 
15 J^bTfcm^J ttm #t?Si$c6~i 4<D^«^b7K^S (M, 7i-m 
tf, ^^6~1 0C0T'J-;P* :7:rx;i^ ^:7^;|/*&£) 

20 & mwsMi tiTfi ADy>ji? c^u yymmT. m.mm^ 
ne\ Bomm^) > &m (c w ) tj^m (m> x.^jm. -jum 

~>^> ih+ys, ^h^^mr^a) , (Cw) 

tuitf-jm (M> ^h^v^l^x;!^ if^y^J^S, 7n#+y* 

;i/T^/*/^^©^m^i~4©T;u*y-r;PT5y^^) , Kit3~6©y 
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m. (C w ) 7J^;i/S (#K MJ 7)V3ru*^)],m. hU7MDX^Sftif) , 
AD^/fi« (Ci^) T;P3^t5/» hU7MD^h^>S, 1,1,2,2- 

5 fgifc (Ci- 4 ) rfr^frttZk (flu x^;i/3^g, yntf;^« 

f&M (Ci- 4 ) r;w* >x;i/*-;i/X <^--^^>x;w*=;ws, x^>x 

10 & -rVf77UM, ^1tl/U;P*, ■i'V^^/U;VS. ?7^7^UM, 
^x-;pg, 7U;i/g&£) , *;wx^E«<;«, (Ci- 4 ) T^^-^jWt^ 

tt'OV&teE) > i£M (C1-4) 7)Vn*is-%)Vi$~)V-]m. (Ci, 4 ) 

-*;Wt^>f;P« (M, ^h^ti)V^)V^)ViJ)Vn^)Vm. tert-7" 

mttE) , l^-^i/jw-^y-ti (Ci- 4 ) 7)v*jvm (m* 1,3-? 

7tW7-^;^f;k 1,3-tfX- (tert-^h^->*;v#x;w t?7~V 

sfcur?* h^^m^p) , urn. (Cw) («, x^;p£, 7°d 

25 g&oT^TfcJcV*. 

1-4) rJWvy^—frM. i&m (Ci- 4 ) r;i/n^r->^o:x;p», (Ci- 4 ) r;i/ 



WO 03/084527 




PCT/JP03/04396 



28 



/\uy/i&m. (Ci- 4 ) 7MJl/7i-;H, ADy/Ii (d-4) 

7j^^^>7i-jn, « (C1-4) 5*©^#^m 
^^S^nTc^x-;^ f£S (C1-4) T;un^r~>-*;vfc;i/-{gM (Cw) 
T;i/^r;i/-^;w\^-r;u^x-;u», i,3-^T>-;i/^T-^y-{£S (d-4) 
5 7jv*ji/7x^h, Any>n^j;«» (Ci- 4 ) T;i/*;^Tffm$nfe7 

xrjH, AD^>Mf^J;tf« (C1-4) 7;^^>/-*MzMTgi^n 
fc7x-M, Aay>g^ c ky:y7ySTtt^nfe7i-M, /\u?>m 

(C1-4) T^ri^^-*;^-;!/— igiR (C1-4) y;i/*;v-#;w\*^;i/XTM#i 
y (C1-4) 7J^JV7x^jH, Aay>nc^fcj;mgM (d-4) 

15 Ar t. LT{1 5£ : 




K»f», R4*j:tXRotti^— ^fcttS^oTAny^is^sfc^iR (Cx_ 4 ) 

R"04>fc< <h i fo^7j^ADy>m^T^^ ! b©^^e.^$f*L,Vio 
20 R433<^R5^$n3APy>JlC^£LTte, 7 7fHf*ifcfiSiJlf*W 

iAD^;7x-MtlTft 2,3-^7^D7x-M 2,3 

-^□D7i-JH, 2,4-$?7;i/ta7x-;i/i, 2,4-77PD7x-;I/ 
& 2,5-^7Mn7x-M, 2,5-^on7xzM, 2,6-^7;!/^- 
25 D7x^JH, .2,6-^7an7x-;H, 3 , 4 - i?7MU7 x ~ Jl/X, 3,4 
-^DD7x-JH, 3,5-^7Mn7x-JH, 3,5-^DD7x^ 
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3-^PD7ir.M, A-y)V^ruyju~)Vm, 4-7UD7x^JH, 4-2? 
nn-2-7^t07i^ 2-7Dn-4-7MD7irJH, 4-7*D 
t-2-7M07x^l/S, 2 ) 3,4-hU7^tD7x-M, 2,4,5- hU 
5 ^rtn^x— 2,4,6- hU^;V^D^ac^;i/?5:£^v^n^o 

iiSilCi. 4 ) 7W7x-^StlTtt, 2-1^7x^1, 

2 > 6-^-rv^'nif;i/-7x^s^^^$fSb<ffl^6n> m&m. (c w ) 

3 3=- ? a: - )Vm t V Tte\ M X U 4 - ;* h 3r ~> 7 ai x;V& <H #W f; b < ffl US tl 

10 m&ffl. (Ci- 4 ) r;i/n4 i ^-*;i/^n;i/>'3i-;u*^bT«, wah 2-xh 
^->*;i/#x;^^ain;i/S> 2-* h^^fr^atfx^xrjwak 4-*b3^># 
jv#~)i'7x.~jvmteafimi£v<m^t>n, iAn^y« (c H ) t;p^;v^ 

v^n, i/\nyv» (Cw) T)Vn*^y x-M^LTfl 2-b 
15 u:7;M-p* h^i/7x^;i/S, 4-(2,2,3,3,3 -^^^nt/a^v-) 

(C H ) 7;W7^^7i^;HiLTIt WAH 2 -T-feM/^mX 

awifrti h < m ^ e>n, m 5 McD^^tm^-esii^nTc^ x-jh £ 

LTH 4- (2H-l,2 ) 3-h'J7^-2-fjW 7 x.~)\sM, 

20 4- (2H-Tb7^JV-2 — t)V) 7xZJH, 4- (lH-jh^^-JV- 

i — r;W 4- (ih- 1,2,3- yvr s S-)V- 1 -- r;v) 71^ 

)vmizEi)m%Lh<m^t>n, m&xk (Ci- 4 ) t;i/3^->-^;^-;v— (bm cc 

!- 4 ) TJV^Jls-XJVrt^ )V7 x.~)VMtlsT\Z, MZ-tf, 4- (N-Xh^rv-* 
j^-jM^MMt'f;!/) ;7xx;i/S&£/&W3;b<IB^£>*u 
25 7yM7^y;-ffl (Ci- 4 ) 7;^^7x^HtUTft 4- (1, 

3-nx-tert-yh^->^;i/^x;i/^Tx^y^^;u) 7x-M&i*^tt 

i^a n y >jm^^3 j; zsi&m ( c i- 4 ) y ;i/*;ws^e$i£ tifc7x-jn^it &ju 
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4-7MD-2-^Wx-JH^tWtL/<iV^n, ^AP^r>IM 

^ J; ( C !- 4 ) 7)Vu 3f 9 s - 1> )V^)imx-mm^ titz 7 x — turn 
5 n, fADy>Jgft'>7/STit$n&7x^I/StUTH 2-700-4 

-z/r;? x~;i/*& b < m ^ sn, >m^t 5 

SSTm$nfc7x-Mt l/Ttt, 2-7;M"0-4- (1H-1, 

2,4 - hU7 y— ;v— i — ov) 7x~;i/&£^£b<fflv>e>n, iADy> 
mTte&m&w. (c M ) r^o^-*;^-;!'-^ (Ci- 4 ) r;wi/-#;w\* 

10 ^Jl/$tlI$nfe7x^Jl/StbTH 2-7 0D-4- (N-tert 

-yh^zy^^^^Jl^JW^-i )V) 7x~;|^ 2 -7 DO- 4- (N- 

ih+ - ;m ;wt^e-r 7 x J!» £ b < v> £ n& „ 

$e(C^#^J^, ArtL/Tfl £K)fr>tf7^— 1~3{@ (&#v-efel~ 
2f@) ©Any>^Tt^$nfc7x-M (M> 2,3-^7Mn7x-;|/ 

15 2,3-^007x^1, 2,4-y7Mn7x^H, 2,4-'77on. 

7x^;H> 2,5-y7MD7x-M, 2,5-^007x^1/1, 2,6- 
^7JVtD7x-M, 2,6-^007x^1, 3,4->77M07x-Jl' 
1, 3,4-^OD7xO:M, 3,5-^7^tD7xZjl/S, 3,5-^DD 
7x-JH, 4-7a ; E-2-7Mn7x-;i/S, 2-7M0 7x-M, 2 

20 -^DD7x-;H, 3-7MD7xZJH, 3-^OD7x-JH, A~7)V 
t0 7xO.JH, 4-^OD7x-Jl/S, 2-7Mo-4-^OD7x-M, 
2-i7 0D-4-7M07x-M, 2,3,4-hU7MP7x^S, 2,4, 
5-h'J7MD7x^JH^^) , Aoy>M^*3J;mg^ (C H ) 7K;H 
tf I$tlfc7x^M (M, 2-^OD-4-^fJl/7x-JH, 4-7)l-*U 

25 -2-^^;i/7xri;i/^^) 7^^^$f^bv>o ^Tfe, l ~3{® (&^T*> l 

~2fi) 0AOy>E?l?fi$nfe7xrjH (#K 2,3-^7007x^1/ 
2,4-i?7MD7x-Jl/S, 2,4-^DD7x-JH, 2,6-y7DD 
7x-JH, 2-7MD7I-M, 2 -^D07x-jH, 3-^DD7x" 
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;i^> 2-^nn-4-7Mn7x-;i/S, 2,4,5-hiJ7^n7x-jH 
ft<H) , Aoy>JS^«kt«ffiR (C H ) 7;^MTiI^nrc7xn;H (flu 
2 ^7x-;n, 4 - o - 2 - ^ x - 

2-^nn-4-7 n 7 x 2-^po-4-^ x Etf 

WWkM&^VT\,^%£^1$mi&l0k4k7kmm. (iii) ^:.-ORn te*. R"H 
(iv) ADy>M^e>il^tl^ l~4f@T«m^nT^T ! bJ;V^>^ 

mv&<DRtz.Exmi'&nz> mmm^vx^x^^mmmm^mm] <d mm 
*j x$>z> mmmm tmwt<D*>(D&m^z>z.ttfxgz>o 

mAKDWM^tVXte, l&tc\Z2m(DC 1 .e7)\'*)m m. *^)Vm. tert- 
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mmM^> JUIW?, 3^7«C^) &^*Kffl^6n5. 
5£ ( I ) TS^nSft^tLTH ^ObbOTTSSnS 1/ < , j£ (Inn) 

$e>^(Ibb')^^:«^; (Inn) ^$n5MtlTtt, Ri^B^S^rWb 

TViT*>«fcViiS»T;p^;« (<fcD$?^b<«Ri«Ci- 6 T;wi/S) t$o>. r* 
jfoksfcM^fcfcMsa (Ci- 6 ) t;i/^;v*t$.d> Ar«i^bi^fei 

10 x-Jl/S) nj&U, 2£fc«3 (£^$?£L<«nte2) TfcSfcOtfjiF 



5£ (I) T^tl5ft^i:LT«, jyfcftjfcte, ^t5#t^JBT#^n5 

(Dd-x^;v 6-[N-(24-^7;i/tn7xz;i/)x;i/77 ; E^;W-i->'^n^t>i- 
20 ^Vj^v^— K 

(Dx^w 6-[N-(2-^on^oiri;i/)7.;i/y T ; &<;W-i-^^D^\^-fe>-i-*;^^ 

d)X^;i/ 6-[N-(2-7nD'-4^fJl/7x^WX;i'77 ; E'fJH-l-y^D^t> 
25 ©x^;V (6R)-6-[(2-7 nn-4-7Jl/tD7-'J /)XJV*r:;H-i-i/7 D^t> 
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a; (id <oit^m\z-D^xmm\zmmt^ 0 

io yutf;i/», n-^;i/S> -rv^;i/», tert-y h^r^*;i/#— 

x^uak n-yntf^S, ^v^nwn, n-^;w*. -fy^;nya:^ 

b < , ft^tfex^^M b 

20 ;MSx;i/*?\>pak fc Fo4^x^;i/S&£) &£>W£b<M^sn, &2>vrfc, 
m%.\*. x^S, n-7°otf;V», <V^Dlf;«, n-^;i/^ 

n - y D tf;i/S^^w* b < , &^TfcX^;i^&£#*$? * b V*. 

25 (flu x^;«, n-^ntf;^ -fyyatf;^ n-^;«. 
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fei^.^ Ci. 6 t;v^;us (fcifctf, x^;vs> n-^ntfjn, 

Y1?7jkl£nZ> rg^*SrWbTV^T ! b«t^NHj fc^ttS' TfltiftSj tbTH 
Ci-eT^^S mXU. t^m. x.^)m. n-^n» <iV7u\*)V&, 

tert-^h^rv-^^X^^a, ;* h^#;l^x;i/X^;i^> J^h* 

«rfcl. Aril Ar £|fg#&t>©#W£bV^> tDWS (c) 
\ B / (°> 

R 
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5$ (c) 4 I > R» , TS$n§APy>If* < krmB , ©I^fe§ADy>I 
^RZSiZ (cl) R3a-^J;tJ?R3b-e^$n-g)AP^>^<tbT^ 7 y SUES 
^SfetttM^WSbVi. 5£ (c) 4», R3'T^$n§f£MT;i/+;VSi:bT 

M;U£>wk x^;k ^ntr^^ocwT^^d^tf sns. (c) 

^D7i-JH> 2-^-4-^D07x^Mfei:«t<, 5£ (cl) 
T?*3n5£©fc***T?«b» 2,4-^tD7i^Sv 2-^DD-4-7;k 

3- d 7 x * b 

UtA'ttSC: -CO-Ri' (5i(f», Ri'ttWCtTOHTr**, ) TS^tl^SS: 
^:-S0 2 -Y-Ar' (5S4 1 , Y*5 J:t^A r 'fcmfB£l^3ft«rT?*S. ) 
ti^*Tff^$tiT*5D> (i) BifeS*WbTV>T*>J;v>Jifl^Kte** 

(ii) «»a6**UTViT*)«kVi»«K*<b7K**. (iii) ^:-OR 2 ' (Slf, 

R2-«MS3i|wilc«^t-o ) -r*sn«36*«fctx (iv) Any>»^5t 

(i) B^S^WbTV^Tfe^V^^^M^TK^S, (ii) Btfc£&^f bTWr>b<k 
V^SM^b7K^S^<fc^ (iv) Aoy>JK : ?jfe5»tfn& 1751g4<@©gm*T ! 

n^sotiiu, atA'jbcDBtfeirtB^HfcBifeb'Ss. at^«^-r*x^N 
^> 0 mA**ti«iS[^H©fiifta67?Bife$nTViS«^ ^ne>©B&s<&®B«R--T? 
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lA'OBISibTll 1 *fett2<@©Ci- 6 T;Wl/* tert- 
(CH 2 j^?T 

I A' :| (b) 





'2'' 

(bl) 

(1) Ri'««:-ORw (R^C M 7^;P«^-r) T?*$nS3£T» 0, 



(b) 




WO 03/084527 



PCT/JP03/04396 



37 




I/>S^fctt-NH-^ Ar a ' aV\ay>M^fc<fcr£Ci. 6 7;io^g«fc£3I 
5£ : 



(3) jl^jv 6<^>z^)V7.)V^^M-i-zy^ u^^y-i-^A^zy^- 



0 




(I la) 




(b) 



Tensas****; : 
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x? 1 ;!/ 6-K2- 9 a a -4- □ ^ > z?)V)K)V-fo~)V\-i-z/>7 u >-i-# ;v 
io x^;i/ (46-[(2^PD-4-7;i/tD^>i;;i/)x;v*-^]-i-y^DA^t>i-* 

X^;V 3-[(2,4-^7;W^P^aiX;l/)X;i/^T^;U]-3,6-^ll FP-2H-t!^>-4- 

15 >-4-*;u**^5— Mfb^ 8) 0 

(4) x^;i/ 6-[(2-^ n o-4-7;i/tD^>^)xJl/*-JH-i->^ oA+-fe>-i- 

x^;i/ (+)-6-[(2^aD-4-7Mu^>'7;i/)x^-;i']a-yi'o^t>-i-* 

20 x^;P 3-[(2-^DD-4-7Mn7x^;i/)XJl'77 : &^JH-3 ) 6-^t: FP-2H-t£ ^ 

^ (i) , (xo^^n^^m\z^TtL»m^^tEt^m^\t, tn^n 

25 tSZ\Z, 3$ (I) Tg^tlSft^^ (Ice) (Inn) TfSStl5^«l 

(id T^$n^fb^©5S:(b)/&^(bi)T^t)x s&cttf t#i 
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ij 

>?x^/— ;i/7^>, h'Jx^;-jV75>, ^^n^>ji/75>, n, n' 

a © 75/ a&a*7 ->;wb, 7; wwb, d A,m{b $ nt^t^m cm. foG® 
A©75ysw n+j-/-f;Wb> 7^x;wbx ^>M/75/#;i/#x;Wb, 2 
-fc FD^v:/ot!;rx;Wb, 2 -7irh^>'^ , Dfcf^-x;Wb, (5 -^^;i/-2 
25 -^y-l. 3-5?tt\n/>-4 — OV) * F*^#;l^x;Wb, -T-h^fc F 

uy^-jvfa tfo U v;u^^;Wb, tf/tn-f ;M-^>-*3MWb* t e r t-^ 
;Wb$nfc*b^&<H) ; ^%A(D7j<m» ? 7'>;Wb. 7;WWb, D/uMs, 
s^^b^n^^ W* <b^A©7j<ms^7-fe^;Wb, /ws h-r;Wb, :/ 
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p/V-r;Wb, t?Mo-r;Wb, i^v-xjWb, 77'j;Wb, y^xjwb, s?*^ 

xxtjwl 7^u^;i/xx^;Wb, (5-^^;v-2-^v- 1, 
yi/>-4 — r;w pwi/xx^wb^ v^o^->;i/^->^;u#x;vx^;i/x 
^^•;wb> ^^;pt5 H<b$n^b^^^) ; &<H^#tfe>n& 0 cmsofb-^ 

i«&W0^(a^T, <b^#jA^C>M3tt-^Cl<h^T#§ 0 
10 \ktemK<D?U F^y^teU j£JH»01 9 9 O^f] rg^tf^fiJ ^7 

#5H^fH 6 3I^&19 8Hfc:fEm£nTV>3£-5&, ^SftJ^frab^A 

ii W099/46242 \zmm<Dmmm$>^\t^rn\zmc^mz^x, £ 

15 ^b^dD^fef^©^*^ ^«^-<z>:/n H 7 V >fU> WO0 1/1 0 8 2 6C 

m&sm i -^?jK>y;P75>^a i©i*^$ts^7xfvt 

20 THfcSs^ ^fitt^Xb^ (0!U 1,6- tr* (2-^DD7i-W -lfi-i?7 
jb^tfA«|W|<47Cm (M, 3 H, i4C, 35S. 125 1 fc£T?«»$nT 

^wc^t^^ DT^^-xb^ti^^mb^A^ A^^r^^te^ 
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5?yK ^77~ ^HEyK 7^. -T^, ^9, t: h^)fc|HV> £>n&. 

(NO) mtkV9fflftm&£Z$TNF- a, IL-1, I L - 6 1&E<Dft&&&'( h 
nf?Llfc^ (M?Lfc£> ^n, >», -f*, -V^, U-;k kh^a ©^Jg> 

-»'>3^, ^##^3esjsje«» (sirs) , #mim&mRj&tiE.®m (cars) , 
io mm. nm. mm^mm. ^^vo. vv^Mmm. nmm 

te, 'faytr&fo&wik (mmm&tetomm <d i o &<e) , Miii, 

skm, mm, nmm. thm&£&&AW&mmm.&mm* %mm, rjvy/\ 

i«, i&ttjfe, ^iffiffis, <&ffi«sftjtig, #a^^, fF^, e*. 
20 mm. &fom, <i >? )V3->-*?mykfc, t b^^^-r;^ (h i v) 

7Mf-ttSM> 7WI4Ht*«, Mffi&&m0k, mm. ini/XrP-M 
ffi^U-fe'J HjfiLfe ^I&jfii^ »sygfi:'&#£, »SJPH4»«E, 
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^ibm^, i&A&tt, **^>ttu>/m mm^f&sm 

IfclnElS, *^n-f Km, &C&iftL& iajfo/hlg^ infill, f&mBm* iaIC& 

iiWF^»*ai, mi, mx/u^/um. skm^mm. tiamwm 
m, ^mmwm. mm.mmmm. #jeess> mw&fem. ttimwmm. tjwm 

5/>j£#t£&s waffle, s^^wejiBMHlk ifcgtt*^ x-^-f^fflSPMm, 

(1) iaMJH 
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w?-j>. ^*?j=s>. *f)ii/?¥>. mm^ >^-r\£)ix.^ y-jvmm. 

20 (Din^St 

^m^h^-y-^^u^ r>tf->u>, t£^vu>> y>^^-r-», 

*^>H^-r^>^ UtfFT-T->>, h77V-fi/X 75*y>« 77V* 

F^tH^U > v F^IM^U >> T>tf->U>, bf^7i^U>, ^^;i/->u>> 
25 ir>'Tn^>, -tz:7'TtfU>> t77DU^X -fe7'T^n;K -fe^yi^v-;^ 

~>A, t7tf7A> iTT/^TA^-fe^K t7D+yA7=1r-kfJk -feT/^ 
t7^7hk>^^>;k ±7?i?>>&, -fe^tf^^H, t77n^X -fc 
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itfA, t7XOy>, -k7^/^>A, )V, t757^X> -fe^* 

t77^7^/X .7^Wt7, ^o^-fc?, -fe:7y\/U>* -fey 
a-^^A, t7*^77x -fe;7^/=^>A, ^-tf-^^A, ^xt^m^>>, 

C^Y-^ ' ^ * X>3VVf (J. Antibiotics) , 3 8,1 

877-885 (1985) ) &£. 

(2) tsamm 

10 » 

15 ©h'J7'/-M*#: y;i,37-^-;K -<h73^/-;k 7V—)V&ib& 
m [2- C (1R, 2R) -2- (2, 4-^7MP7x^) -2-hFP + 

e^- 1-^^-3- (ih-1, 2, 4- hjtv— ;u- 1— r;w ^ot?;w 

-4- [4 - (2, 2, 3, 3-fh77MP7o^'» 7i-;W -3 (2 
H, 4H) -1, 2, 4-h'J7^/n» 
20 ©^*;Wt5>m^# (M> 1 — ;w 

©X^/#>^>^1!PI# (M, *X#^T>> ? >, 5*77>7X 7^fa7 

(3) #X:rP-f FttftftfiX 

7th75/7xX yairt^>, X^>if 5 F, X;i/tfU>, T>^t!'J>, 
25 77tUX ^7itA^ y;|/7ac^-A^ y^n7xt7^th 

U^A, □^V7D7i>7-h , J7A, 7x.~)l'7*V>* -T>F^->>, -f^ 
y°n>'i>, ^rh7D7xX t7D^tX t+lT7'D^>, 7Mlf7'D7x 
7i>77i>, 77/7D7x>> 70^^7x->, xfc?U\A-;k m& 
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?77 5H, 1f;^yP7xX ^Wl#3tf^-h, '^^Hftj&tX^y 
U^l/^hU^A, ^I^Ut^ ■tf-lWMft, Thntf>, xn^SX ^ 

(4) 7.^n-f KSS 

hU7A'>/n>7i!b^ h\ ^M-wnF, 7;^>;n>7-feh- 

(5) j5i«LjSi£ 

lasm r>^hp>b'>in. ^;v^A°u>^-hu^A, ^^tu^u^a, 

15 7Mhon>, K ^X>m^-hU^A75:<i:o 

(6) in^*^ 

^-if^W^hU^A, -Tn+f-^>^x9Mk ^7^D7bth'J^A, T;i/ 

7°px^^k m.m^?uw>. ^>^>7^'j>, e^tfu^-^^o 

(7) Jfil^^m • • 

(8) fvimmm 

->i7n^#U>, ^^nUAX, n^'JAX, Tif^yUX £tlU >A°jfo.fjf, 

25 (9) inJC^^I 

(i o) mm-istc/vM 



WO 03/084527 




PCT/JP03/04396 



46 



i^m^n^x^y-;K 'w/^-k m7x^$/>, tt^nA^^x 

i£$?7>:7*n^v-;k itrnx^i/^XT-r >> #;i/^>x 

10 (11) «f£3H 

Jl/^hU^A, Xb^-fefAA^ XX^^7A, 7;]/7lfAA, Ad^tf-V^A, h 

^;i/xh^ifAA, ^PA"7i/U;i/^, ISTK^n^— ;k hU^n 

15 ^X^HJ^A&^o 
(1 2) j&g^ 

(12-D mmmwpm 

20 #f?x^P;k :t3HriHf-r » 
(12-2) 

(D®:A^m (W, x-^;k An^x M^t;^> -r>^;i/^>, x>^;i/^ 

(g)«J#g£lig M. Wk>r?^>> KD^'JMK ^J-^>^-;kf- h U >7A, 
25 rPXS^-^HJ^A, ^>hA;i/tf^-;W 

(13) ^s^in:^ 

(i 4) m,mmm 
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WD^nsF, *»fc^5F-5?>, 7>V^7l/-;K ^h^ny^Sl** tf 
]/>iftf>, ~>j*^$?X ^X^>>>, 7P^Xh'JX ^Mr-fet* 

if<>, ^°D^;i/^h\ or*??*/—)^ x*5;K7r— K x;i/bfUF, th7 

5 (15) ffij|tjfiL&fe*£ 

hmg-coa m7tBmm.WM(&u y)vnx^^>, tu/u^fx Th;wm 

>X#^->y-ifP£#^> CETPia*^ 2-^na-3- C4- 

7— ^v'j.-^-i'*^ • ^Vr-i > (Chem. Pharm. BuU) , 3 8, 2 7 9 2- 
2796(1990)], LDL ^fcmMM. P U^U— ;i/MlfiSI£ (Ezetimibe 
&2K MTPfitl, SCAP U#>h\ FXR 

20 (i6) ofum* tfcfemm 

MMPM *F?—'&mMM* ACAT £&X (Avasimibe, Eflucimibe &<H) , 
apoAIMilano <h^©^#jM> Xfc^^-^ttMEk 15;U#^'>^- 
-tf U /t— if A2 ABCA1 ?£tfebn5i£, LXR U # > b\ X 7 ^ 

25 ^&£o 

(17) HDL mUaM 

M^uy^mmmMm. cetp&&«5^ upLm&ttMfcZo 
(is) ■K&fcjy-z&mm 
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MMPiti, ^-vmmm. acat u ifF'U^-/7- 

(19) ibffifiMSg 

«ATP-KffiPE X>HirU>^^ tfn^^JSSSifc^. 
(2 0) ?*M«|gfiT£&ftX 

(21) ^7D -if &«ftfeftX 

V> (U>^D» 
(2 2) 1ft&VR;£:ft*ft 

^-x) , ca tt&tx. C7-?if» , a&&#mmn> a i c*7>xt*- 

(2 3) 

DM'JFX ^D7xnF, 7b7 
hU;t3H, *F*& X S>* *h?V>> 7Dt^Ffti:) , *U^A««Mt 

(2 4) i^JfiUE^^ 
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s a 1 jfigrig (M> 7 4 ty^», ^V^>. r^Sis>* 

%)V^^>r>*)Vits$m T=5?tr>, -Tj^tfx x;w\*v*t:>> 
io xy^trx xhi/>>*t!>, ^-^tf TAP^tr>, T^n>?tf>^^) , 

(Dace &$£g 

T^t^ujk 7j^h^u;K v-^Hfyujk t^t'ujk xt7yu;k us? 
is yy>j;k 7^e#y°u;k i>^>h^^u;k ^tyujk -T5^7°u;k ^-if 
y°u;k ^u>Ky°u;k££= 

©All ^ia^ 

p-y-;i/^>. 7j>^;w^>> /vw)V&>> -r;^it;u^>> 

20 ©fUR^S (M^fcm^<DfiMli£&£) 

(25) 

Dx->7'j^>fei*) , a, pmmrn m. i^7ux /^xtr^yux •* 
25 x^^xx^^—k'ia^m (09, TA'j/x 5jhj;x ^m^k/u 

7j;i/->^A^^>^;i/^tt^a (M, hf^X^fri:) > ffiWtM xh 

d^u *fe u i$m-f y v;i/tf f&£) , ace Ra#m c^n a^Mjzb© ace 
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(26) m^mm 

yj^-;k ^7!JX /^>^D^A, suhJKuyx #;wt^> 

(2 7) irCX/u^^ 

:7xxW>, xMt^>-^b\ 7^775^ ^D^Tif^^l^ HJ 

)V7°uMi- h U ^7 A, ^P:M£AA, >>Ti£AA, xh^i£AA&£ 0 
10 (2 8) 3&i>li£ 

FA^>\ H7*^$X 5VA^>, 75/7xfUX ^>^U>> 7AU / 

is (29) smtmm 

(3 0) jfiL^TOHi , 
FA5> % H7*^$>fy/^>^t*. 
20 (3 1) ^M^HeHI 

®^hU^A^>*;V«l!l <«K *x^>\ 7'DM>75 h\ S?Vtf^ h\ 

mux ->^>i/u>, u H5t7-r>, i?7x-;i/t^>h<x ^S'l^x 

^ e nA°^3iy>, 7W-h\ WM^H, ^xXh-f >&<H) 

(DflWIg (M. 7n77;n-jK y;i/ywn-;i/. 77xha-jk 
25 7°vyn-jk T^y— 7t7*ha-;k ^hT'on-jk h'v7an-jk 
k e >HP-Jk *;V5=-^a-;K 7DfD-M£) 

(D^u^A^^>^;i/3l^ (M, r = ^u>^^) 
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(3 2) &J£M 

FA5>, F^^>, 5?*Ph*rzs>* z?ttzs>* 

(33) mmmmmm 
(3 4) mmam 

^TifAA, P^-fcfAA, ;T3r+M£AA, ba^T-tf^^H, ^i£/\°i^ 
^P^riJ-y^A, ^P^TifA°A> :7*P*7-fe?AA, X^/^A, 7 

15 (35) amwmm 

20 Vr\*>fc£o 

(3 6) 7;i^/vr*?--*H&** 

®H^^;K UA'Xf^X #^>^5>, TAK- 14 7 IfC3 U >I7f 
25 (3 7) W*-*>V>M 

(3 8) mitttfiiflxs^^ 
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(3 9) ms-om 

^5^75X ?u^77^>. /^r->y^>J>, 7^^;i/>?>> M7ShU 

(40) mn^mmmmm 

UX^'JHX ^X^Ttf>, -f O^U F>&E. 

(4 1) in;jft»li£ 

6-0- (N-^nDytfMMt'f^) 77^D-JK yi/^v<~»> 

;t$y-jk ^x^^>> Ti^^v>> ^u^;i/U^>> i^F+vjnfi/>, 

tt7^7;i/H'>x m^v^-t^y. mm^u^^^y. itb*>^u7 

15 «tf>7^X^>, iK'J/f^X ^D7*X775h\ 

u>> *)V%7h7vy. ;k #;i^:7-;ia >^^tf>, ^fjvfxh 

20 u>&£« 

(42) ¥&=iyM 

(Dlf^5>D^ : tf^5>Di, D 2 , D 3 , D 4 &cfc<^D 5 

(H)tf^^>E^: a - h3 7iP-JK )3-h37xD-;K r - h3 7xU-JK 

25 <5 - h^7xD-;K — u^-ymei-a- hxi^xn— ;u 

®\£$^yK.m : H^5>Ki, K 2 , K 3 43<i:££K4 
<D^m (tf^i=>M) 

©tf^^>Bm : tf^>B x , tf^>B 2 , tf^>B 3 , t?^5>B 5 , tf^5 
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©tf^> (t*^^>H) fez. 

(43) t'^$>m##^ 

5 5-hFD^^l/*J^>7xD-;K 1 - as-fc F a3^:3 Wj;V$/:7 aid— ;i/ 
&£<Z>tf^>D 3 ifS#^ 5, 6 - K^>x-x;i^#;i^:7xa-;i^<£>t?^ 

(4 4) JaXl^M 2 -^ 

fJV7x^>, ;*3r^>>>, T-fe^X^>^ Xtf^-X^>, *£I^*tf^Wk 
(4 5) SrCdJii 

15 ^^v^w-u^ w-y-^y^^-v'K itmyn^^o-;K mm^-jif^ 
u>> ^hu^h^y-;^ M^n^fa-jK mm^rjv^-fu±v>. m& 

Dfcf^A, JWfc^l/hnfc!^, ft7^'JX ^□^E^U^m 
^MJ^, h7-7XK T>l/^/X -f7*i?7Xh, 

20 f7x>, ^^^^-^^ *3^S>>, Tif^7^>, Xtf^X^X 4»*lf 

(4 6) 7ht:-ttM»ii 

25 (4 7) 7^J^-tMfeii 

^P^^'J^itFU^A, 7K>^DiV7x-7$X MS^TU^v 5 
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(4 8) jgm • 

(4 9) ttt^Xi 

rBPI-21 (A^fU^WV^TIfUf^ -f>£U—S»^ ^DT^f 
» ..BI-51017 (T>^hD>tf>III) , SC-59735 (rTFPI) , rPAFTtf 
;PtF^-if, LY-203638 (HSftffc^Ox'f >C) > trCTN F - atia#, #iCD 
1 4^rL#:^(D^y^ Ftt{b£-%> JTE-607, E-5531* E-5564, S-5920\ FR- 167653, 
ONO-1714, ONO-5046(sivelestat), GW-273629, RWJ-67657^©*^^Htt 

(5 0) 

(1) 07;^ >ft^**fctt^*A^*«s*iia4Ufc*^J; d 

(2) ±fBbfe-fey->X, ttlfet^yX, t^y^>3^< 

m®&it)tt<Dmmnj& i fo£&* m-^nm\znv, mmz^vxh^v, mm 
m&&^T&-$-VT%&^ 0 mmm®<D& j *mi&* mmtm^znx^z&^miz 
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mmmh*mmz.mMi&\sxmBn%&-<Dnn<p®L J *> (2) ^pur^^t 
^^Kbbx#e>n^ 2m<DMM<Dffl— ^m^xcDmm^. (3) 

£&^t<d&:4> (4) ->^PT;i/^r>^^t)b<^b-a-^iA^fe«^-oE^m 
oD^?)S«!^-r(3DRRf^#, (5) zy^ur)vy>^^v<mt^mA^. 

is e^ittt, &#;v-k ^«K«fcDjBa»m"* 

011%, $?£b<te>f$0. l^VibS 0fiM%, S6K:»*b<«*90. 5fcV> 

L2 omm%mmx$>^>o 

5 011%, S&fcl$!?S;L<fcM90. 5^L/20lI%@ra5, 
25 L9 011%gST$5» 
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^DT^Xh'J>i^a , #fc3U W> y*-> (Tween) 8 0 (Th^X/^O 
^-*h88» #S) , HCO6 0 (0^5*;VX») , ^V^S^^Hr^n- 

TU^tT^i/^, 4«Ulfl/>^'j3- ;i/6000fo<*f) ^jgH^iPbT 
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-fy, t&rzvjvm, T^u;i/m*s^) > (M, m<t^>> ^>#^& 

st&^ots^u jm&mm'&otfjmL $>^ummMtvxm^^ 

£fc, pHira (Ms mm, u ^ 

x>g£, mm. ymfc-t-hvv&fcE) , (m> /^t^^ittxxT 

t«^©»J^t--2>^tfeT#^o ^£§aBT£ITO«*^J£bT«, M*.fc£ 

■mwmmm^^')^^ h (m, ^^tv-;!^ (y-r^-f w 
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m6 0 kg) -A&fcD, jIST. MAttTl B&JO.O 1 0 0 Omg 

/kg> ^b<^0. 0 17}Sm 0 Omg/kg, «fc W£b<teif&0. 
5 I5100mg/kg, £Dfc>tt$J0. Omg/kg^ ^.Tfe^Il. 

5 75S^J3 Omg/kg^l B ltU^e>^IU^^T^P*^:«#i^P^$nS 0 

*mw<Dmm%\(D%i-$-mL\t. fc&mvmm, wm> gt^tk. 

io S^»iF^^{Cj:D^^^> mmM-J^vrnm O&A, #*^6 Ok 

g) -A&fcD, SIS, S/^DT^Mb^^fe^b^tJA^^Wffl^tlib 
T, ^n^ni B*90.0 1-HKJ1 0 0 Omg/kg, #?2;U<teif$0. o i~m 0 
Omg/kg, <k«9$?£L<te&J0.. l~m 0 Omg/kg, tO^O. 1~ 
I550mg/kg^ fc^Tfcm. 5 3 Omg/kg£ 1 B 1 IU^&^IhI^ 

ftffcioTS&O, #^IS3£Sn^V^ iilOiiUTlt, tttwrnuiSL 
#7?Pt¥Lft^l k g#S*fcl>ilQ0.0 01~2000mg, $?i;b<tei&0.0 1 
~5 0 0mg, ££>fc:$?i;b<te\ 0 OmggTO^ ^tl^ilS 

v\ 0 ^iHns&^viTtft-^-r-5»&, ^wi»a#ts^a^, 
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f^o rTLR^>Wl/J ^OToU-likereceptor^^©^^^^ 

io l r i ~tlr i o &irhfc>'tf-}-)ifcmtfmf*>nz>o 
&mm\s'&z>%<D*T?&n&mzmmtfc\,\ tlr4 

1«icS©TLR^^^b#^%(Dfe^fe$f*b^o^^^>^*^l 0 0 OOT, 

;weyK i*-;k ^->> -r:*, ^> th^fflv^ns. 

25 4»*K#iK3fi, P»#§^ #-H«f», ffi 
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SKitt-a-D^y-i) * Gi)M3^l^§ (^J, JT«S> naffijfiL »M 

(2) «gft&ft£& 5P5fe3e»E^iE*©3BL«^»lllRie«»* (ii) 

mffiWimmmm. mmM-i >^-^>-> a > (ptca), 

T^UZh^- (DCA) , XT>h%Wm &<DWm> (iv)Sll;H/U?I 

(xd7?.*mm, mm^&m^ (xommmtm. r^u-^mmm. 

i 

mmm • m^^mikmm^^) ^ (xm) -wt (xm) (xiv)i& 

WMik&omm. Mtia&J&fo. (xvi) teifojE^ (xvii) v'ay^ (xviii) 

ay^ttjfiLWfti* (j»attjfiL«F«3JfiL«e«ia (dio ] , ^ci&M^b^ 

(3) n»^g£i§ [P»g§ite#li^ u»^a>, W^US, B0k. %m^^ m% 

(4) w-mmzkmm m&Mffivv-?^ nm.mm* nmm. #M4>;fe, #^ 

i/x) <D^m - mmzhmmT&z. 
for, *mwte, ft^j-Ymk-sm (iifsu<^i^ioooaT) , 
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mm. mmm: HhskjEmmmm. >^±mmm. ^mmfemm. $mtfm. tajfr/h 

$i^n§:<hM$nL tot, #»jm*fc, TLR->mii«s& 
^tfUT&saiBi**, s&iz^xfc^asss^ T;P!y;wv-«^^©«fffi: 
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Rtfvffc TLRgaW^^H* MIF (migration inhibitory factor) > 

*fct*fc^»Aj&*;ptfe>ns. tot, $fgioT l r i/^t;nt #iitt^tt 

nft$LSfr$K0!U T^7X> K 1t;K -T^ >^ 

mmm 

>5?x5^2 0 0 (2 0 0MHz) — ^ — TiU^U :£8{ii£ppm 
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ItUTCu-Kai«§lK RINT2 5 0 0S (M^% W) ) *m^XM 

s:is>tfVvY> d:'^W;K t:HJ:/l/yK Q:^7;Vfyh» d 
d \9~?)W7Vv K t t : h'J^hU^W K m:^;]/^^ K b r : 
J :A77'>J>^£i: 
OTO##^JA«WO 99/46242 <JD##Mfc» ###JB teWO 9 9/46 
10 2 4 2 tf>||J£WC> ###ICte:WO 01/10826 <D#^Wc, ##^JD«WO 

01/108 2 6<Dmmm\zm^xmmx^^c 

#^mai x^;v 2-x;i/^-i-/^n^-fe>-i-*;u^^->^— h 
15 ##MA3 x^;i/ 2-^nnx;i'3jNx;i/-i->'^D^>7 : ->-i-^;i/^v'^— b 

###JA4 X^;V 2^nDXM^H->^DA^7>l-AM+'>7- h 

##MA6 H3-7MP-4-- hn7x^)-lH-l,2,4- h UT^/- )V 
20 f#MA7 l-(4-75 / •3-7MD7x^)-lH-l,2,4- h 'J 71/- )V 

25 v<;u)^u>-^— h 

###|A 1 1 tert-^;i/ N-(4-75;-3^oa^>^;W^'J h 
#5#MA1 2 6-[N-(2,4-^7Mn7x-;i/)7s;i'7 7 ; e-1'^]-l-'>7DA^t> 

-i-#;W?>m 
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5 ##0i!A15 X^;i/ 5-tert;^5 i ;i/-2-^;i/*7 p h-l->'^D y \^r-fe>-l-*;i'^ 
10 h 

##MB 1 X^;i/ 6-[N-(4-^ O D-2-7 J^D 7l^)XJV7 7 t-f iU'l-v'i' 

15 u^±>-l-ti)V^iy^—h Hfr&toD 

##MB3 x^;i/ 6-[N-(2,4-> 5 >';i/^-nr7aix;i/)x;i/7T ; E-r;H-i->'^ci^\ 

20 ##MB4 X^JV 6-[N-(2,6-^^f V7°D h°JV7x" J0X^7 T^^M'l-^^ 
D/\^"fe>-l-*;^^r->^-b (^#J4) 

#%#|B5 X^;l/ 6-[N-(4-X h □ 7 x^;l/)X;i/7 7 ^^f ^l-l-v'^ D A^t > 
#tiB 6 X^;i/ 6-(N-7x-K;i/77 ; E-fiW-l->7DA^t>l-*M+ 

25 h (>fh;#^6) 

X5^;i/ 2-(N-7x-HJV7 7HiW-l->'^ n^iz^-i-^M^v-^— h 

##MB7 x^;p 2#(4-^Dn-2-7Jl/tn7x-jH7;i/77 : e'fiH-i-y^ 
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#fMB 8 2-(4-^ / h^->7^-;W-4,5,6,7-5 : -h^b K P -1,2— ^>\A-f V 
^Ty-;i/-3 (2H) -^"> (fc£i#J67) 

x^;i/ 2-[n-(4-^> h^>-^o:^i;i/)7 > ;i/>'T : e-r;W-i->'^p^\^iz:>-i-^;i/^ 

5 *5^~h (ft£^8) 

##MB9 x^;u 6-[N-(2-^;^P^^n;p)x;u^T ; e-r;w-i->'^D^\^iz: 
>-i-#;M^>^-h (^%io) 

##MB l o x^;v e-Dsr-Cs-^^n^jcx^x^^r^E-r^-i-^^n^^r 

10 #tiBll 2-(4-^;i/^"P^a:X;i/)-4,5 > 6,7-5r h^h KP-l,2-^>X 

'fyfriZ-^-a (2H) -:t> u-v^^K (te£^68) 

X^;i/ 6-[N-(4-7Mn7i^UJl/77 : E^JW-l-i/^DA^>-l^M 

x^;p 2-[N-(4-^;i/^p^aix;i/)x;i/7T ; E-r;i']-i-->^P^\^r-fe:>-i-^;v^ 

15 4^>^— h «h^mi8) 

##MB 1 2 X^;i/ 6-[N-(2,6-y 7Jl/tD 7x - yt-f )V\-1-^^X2 
/ \+'fe>-l-^7;i/#^r>'^— h (^#13) 

##MB 1 3 X^;i/ 6-[N-(2,3-77JWD 7i-JW7^7 7t-f iH-l-v7 D 

20 ' #*tMB 1 4 X^;i/ 6-tN-(2,5-y7MD7i-JV)7JP7 7^;H-l->7n 

##MB 1 5 X5=-;U 6-[N-(3,4-77jl/tP7iZJl/)XJl'77H;W-l-y7n 

##MB 1 6 X^;i/ 6-[N-(3,5-77J^O 7i^JW7^7 Tt-f JH-i-y^ n 
25 ^ir>-i-^;i/^^v-^-h (^-a-^17) 

##MB l 7 i-x^;u e-tN-C^-^^^p^oixiWx^^T^-r^-i-^^p 

d-X5F;P 6-[N-(2,4-77JWn7x-;WX;i/7 7 ^ M-l-z/p P^-fe >1- 
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##MB i 8 x^;i/ 6-[N-(2-x h^^*;i/^n;i^>'3i-;wx;i/^T ; E'i'>'i']-i- 

##MB19 ^^MV 6-[N-(2,4-^7Mn7i^JWX;V77 ; E'(JW-l->i'D 

##MB2i e-[N-(4-^ d d-2-7 ;WD7i-;wxiV7 7'^ ;H-i-^> 

##iB2 2 -fV^Otf;U 6-[N-(2 ( 4-77Mn 7x^)7;V77 : £^ 

mm&lB 2 3 x^;p 6-[n-(2-^ h^->^;i/^x;i/>'a:x;i/)x;i'>'T ; &'r;W-i- 

##MB2 4 X^;i/ 6-(N-(2-7;VtD-4-^^7i-;l/)7JV77 : e< > ;H-l-> . 

##MB2 5 X^ 6-[N-(2-7DD7i-Jl')XJl/77 : E^iH-l->'^D^t 

##MB2 6 X^;V 6-[N-(2-7DD-4-7M0 7x^V)7xJl'7 7 ; E-<iW-l->' 

##MB2 7 X^;i/ 6-[N-(4-^ PP7 i-;WXJV7 T^-f M-l-z/9 P^iz 

>-i-l?jvti*?z/?—b 30) 

##MB 2 8 X^;i/ 6-[N-(2,3,4- h U 7MD7x^)7Jl'77 ; E^M-l->7 
D^-fe>-l-*;V^v"7— h (-fb^3l) 

mmMB 29 ^ V^)V 6-IK-(2,4-^7^ti7i^WX^77 ; E'fM-l-> 
^ P^\^-fe>-l-*;i/7^^->^ — h(^-a-#j32) 

##MB3 0 7f 6-[N-(2,4-77JWn 7 x-JW^>7 7 t'f ;H"l-> 7 d 

#tMB 3 1 x^;v 6-[N-(4-yp ; E-2->';v^-p>'aix;i/)x;v>'T ; E-r;H-i->' 
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##0iJB 3 2 X^;i/ 6-[N-(2,4-y ^ P D 7 7 t-f D ^ 

^MrV-l-^U^v-^-h (^#735) 

##MB 3 3 X^;U 6-[N-(2-Tirh^->^xn;i,)X;U^T ; E'1';W-l-v'^nA 
5 4Hz>-l-;*7,M^>^-h (ft;^36) 

#fiB 3 4 X^;i/ 6-[N-(3-^ D n 7 x^JV)^ ^7 7 t-f n A+t 

##MB 3 5 X^;V 6-[N-(2,3-^^ n D 7i^)XJk7 7^^" JH"l->^ D A 
^>a-#;M^v^- h (fc£-#>38) 
10 ##iB 3 6 Xf;V 6-[N-(2X^7x-JV)7Jk77 ; e-fJH-l->^nA+t 
>-l-^;l/^>-^-h (^^39) 

###IB 3 7 X^;V 6-[N-[4-(2H-l,2,3- h U 7 4 /-JV-HJV)7i-JHXJV7 t 

##MB 3 8 X^;U 6-[N-(2,5-^^ D D7i-J0XJV7 7^^ JW-l->^ 
15. ^"fe>-l-*;^^^^-b (fl?&tt4l) 

##MB3 9 x^;i/ 6-[N-(2- h U 7)VHru* h^->7i-JWX;i'77H 

##0ilB 4 0 X^;i/ 6-[N-(2,4,5- h U 7Mn7x-jmjV77 : &'fiVM->^ 
D'\^-fe>-l-*;U^'>^ < -h (fb-&%43) 

20 ##MB4i x^;p 6-[n-[4-(2H-^- b ;P-2-<;w)7xx;nx;P7 y^-r 
##M.B4 2 x^;u 6-[N-(2^ n D : 4^?;i/7xr;;v)x;i/7 7^ JH-i-v'^ 

##MB4 3 X^;i/ 6-lN"(4-7;>tP-2^5 1 ;i'7x-;Wx;i'77 ; t y fJH-l-*> 
#*iB4 4 X^;l/ 6-[N-(2 ) 6-7^DD7x^W^7 7 ; E'fJl']t> / ^0^ 
##MB 4 5 X3\^ G-tN-U-dH-^- h7^-^H^)7x-;H7xJV77 : E^ 
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###i|B 4 6 X^;P 6-[N-(4-(lH-l,2,3- h U 7 > /-Jl'-HJW7i-M7-'l'7 7 
^M-\-i/9 D^3Hr>-l-#;i/^->^ — h (^b-a-tJ49) 

##MB4 7 X^;i/ 6-[N-(2-h U 7MO^fJl/7x^l/)X^77 : &^iH-l- 
##09 B 4 8 X^;k 6-EN-(4-^ h^^Jtol/?!-^^/^^-!- 
##MB4 9 ^^v^!/ Q-[W{2,4-^7 )V^TUy ^ZL)V)7,)V7 7^ )V\-l-^^7 
##MB 5 0 X^;V 6-[N-[4-[2,3-HX(tert-y h^'>^;i/^x;P)^TX^7 p< 

?-M y x x;u] x )V 7 y ^ M -l- >- £ n ^-fe >-i- # ~> ^ - h (te-a-^53) 
#tMB 5 l x^;i/ 6-[N-(2-^nn-4-^ ht^M^i-JWXJl/??* 
-f M-i-z/i? xns\3r-k>-l-% JV-tf^z/y— h (^-^54) 

##MB 5 2 X^U 6-[N-(2-^ Dn-4->7/ 7x^^7 7^ JH-l->^ 
#5f03B 5 3 2-t Fn^^JV 6-[N<2,4-^7 )V3rU7 x.~)V)X)\s7 7^ 

##MB 5 4 x^-;p e-tN-te-^i/rtD-^CiH-i^- h u 7y-;i/-H;i/)7x^ 

X^;i/ 5-[N-(2 ) 4-y7MD7xz;l/)X;i'7 7 ; &-fJl']-l-y^n^>T>l-^ 
f#MB 5 6 text-7^^-)V [6-[N-(2,4-77Jl/t O 7x - J0XJI/7 7KiH-l-v' 

##MB 5 7 [6-[N-(2 > 4-v 5 7;i/^n^xx;W7.;P7'T^^;i/]a-^^p^ir> 
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##MB 5 9 X^;i/ 6-[N-[2-^Pn-4-(N-tert-yb^>'^;!/^— ;P^5 1 ;l<*;i' 

5 ###IB6 0 X5^;i/ 6-[N-[2^ □ 0-4-(N-I b*->*J^-JMf JWJl//^ 
###|B 6 1 X^;|/ 5-[N-(2-^ D n-4-7JI/tD7i^W7^7 Tt-f JW-l-> 

10 ^tl Hn-i,2-^>X-f 7f77- ;i/-3(2H)-^"> 

#%#!|B 6 3 X^;i/ 7-[N-(2-7Pn-4-7M07x^l/)XJV7 7 ; &'fJH-l-> 

#5t#IB 6 4 2-(2,4-> 5 y;^n7iX;i/)-5,6,7,7a-^b^t: Fn-l,2-^>V-r V 
^Ty-;i-3(2H)-^-> l.l-S^+S' K(ft^70) 

15 #%MB 6 5 x^;i/ 6-[N-(2-^an-4-y;v^-P>'aix;i/)x;i/>'T ; e-i';v]-i-v 
mmMB 6 6 x^;i/ (6S)-6-[(2-^7 no-4-7MD7^U y)^JV^M-i-^^ 

D^\4 1 -fe>-l-*;V^^->^— h(l-X^;l/ 6-[N-(2^nD-4-7MD7x-Jl/)X 

"20 X^;l/ (6R)-6-[(2^nD-4-7MD7-'J/)X;^H-l->7nA^t>l- 

h(d-X^;i/ 6-[N-(2^DD-4-7MD7i-JW7Jl/77 : E^ 

;H-i->^ p^\^-fe>-i-^;i/^^'>^- h)(^#i72) 

##MB6 7 x^;v 6-[N-(2-^p ; &-4->';^p^acx;i/)x;i/^T : t-r;W-i-5> 

^ p/\^-fe>-l-*;V^^>^^— h(^%73) 

25 #f^JB 6 8 x^;p e-tN-C^^P^^-^pp^aix^x^^T^-r;!/]-!-^ 

#f MB 6 9 X^;P 6-lN-(2 ) 4-i?7J^n7x^)XJl'77 ; E^ iH-3-7x^ 
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x ^ a ^-te >-i-# 9— h ©ttHtt^r;* 5=- u?f? 

###iB7 1 3-^)V e-LN-te^-^^^n^x^WX^^T^^W-S-tert-^ 

##^B7 2 x^;w 6-[N-(2- ^ D □ -4- 7 ;P t n 7 x - ;|/ 7 7 
;H-3-tert-^;V-l-^^D'\^r-fe>-l-*^^^9— h®iiltty77fl/t , 7 
- ('fb^8l)*J;^<B@'I4> ? T7,-xl/^-^- (^$382) 

##MB7 3 6-[N^2,4-> ? >'^t :I ^xri;V)7,;l/^T ; &-r;i/]-3 > 3-^^ 
##MB7 4 X^;i/ 6-[N-(2-^ D D-4-7Jl'tn7i-;V)X^7 7 ; E-1' iW-3,3- 
f#^B7 5 3-^n : E-6-[N-(2,4"S?7;i'tD7x^)X;i/7 7^ 

;i/]-i->^P^\^-k>-i-*;v^^^^- h Wb^85) 

tefr^l 1-85 1~*12 
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C2H5 


H 


<^~" \ GOOCH3 


2 


52 




H 


^~^>— F 

F 


2 


53 


-r 

C2H5 


H 


0 ^0C(CH 3 ) 3 


2 


54 


C2HS 


H 


— P y — coocHj 

CI 


2 


55 


C2HS 


H 


CI 


2 


56 


( CH 2 ) 2 OH 


H 




2 


57 


C2H5 


H 


-0-0. • 

F 


2 


58 


C2H5 


H 


F 


1 


59 


CH 2 COOC(CH 3 )3 


H 




2 


60 


CH2COOH 


H 




2 




1 
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8 2 

asm®. 
) 


C2H5 


H 


C(CH 3 ) 3 


CI 


i 2 

85 


C2H5 


H 


Br 


-p- 

F 




C-0C 2 H 5 
S0 2 A — Ar 



•*§- 




83 


-p~ 

F 


84 





#tiC3 x^;v 6-[(2 ) 4-^7;vtn^>^)7ji'7 7-;n-i->^n^t 

>-l-#;!/#3r^— h 
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#%#!IC4 x3=-;w 6-[(2-^ n D^^Mn^O^JWXJl'? 7^W-i->^ DA 

0mm c 6 x^;p 5-X^7 7^K6-^t Hn-2H-tf^>-4-^;i'^->^- 

5 h 

###IC8 X.7-)V 5-(^ D DXjI/*-Jl/)-3,6-i?k F D-2H-H7 >-4-*^#^ 

##MD2 X3^ 6-[(4-^ DA^rt >-l-* 

;U^~>^- htffc;-£^ 2') 

##MD3 x^-;i/ 6-[(2,4- ^^;i/^-n^>> ? ;0x;v^x;i/]-i-v'i7DA^-fe:> 

15 -i-#;i^*>^- Mte-er^3 0 

##MD4 x^;p 6-[(2-^PD-4-^;i/^-n^>> ? ;i/)x;i/^x;i/]-i->'^n^ 

20 X^;V (+)-6-[(2^DD-4-7Mn^>^V)XM-JV]-l-V^DA^t>-l- 

fc;^*^- Mft3-#f 6 0 

##MD6 X9MP 3-[(2,4-^7 JVt P 7 x-W^ 7 ^-f k F D 

-2H- tf ^ >-4-#;U#3r ~> 7— b (ft^ 7 ') 

#5|MD7 x^;v 3-[(2-^nn-4->';i/^D7aix;i/)7.;i/^T c &-r;W-3,6-> ? t 

25 HO -2H- k? ^ >-4- # JM^r 5" 7 - h (fc^ 8 0 

<fb£-% 1 13, ^14 fcjSf. 
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S0 2 CH 2 -Ar 





Ar 


r 


-o 


2' 




3' 


F 


4' 


CI 


5* 

(-)-# 


CI 


6' 

( + )-# 
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K14] 




OEt 



S0 2 NH— AT 







Ar 


7' 


f~~\ 

/ 
1 p 


8' 




mmm mmmxw) 1 






(1)##MB 6 6 (Dit&m 7 2 


1 Omg 


(2)¥Lif 




6 Omg 


(3)3 — >X^-^ 




3 5mg 






3mg 


(5)Xf7'J >m^*>">A 


2mg 



##MB 6 6<Dfc&W}7 2 1 Omg^f 6 0mg^itf3->X^-f 3 5 
mg<£>M-&t/£ 1 0 %^^>7KmW.O.O 3ml (if ^><h LT 3 mg) 
lmm^^v-^Oif^aUTM^b^:^ 4 0t«b»Mt^. 

>^i"^)o 3~5^ >^Jg$tl^»J^5^/nr>T^fflbT3-h^ 
§S|«!I (S^^M) 2 

(1)##MB 6 6 <D4k&W 7 2 1 0 mg 
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(asm* 



7 Omg 



(3)3 — >X37-^ 



5 Omg 



7mg 



3 mg 



##MB6 6<D{b&QS7 2 1 OmgiX^TU >i?^^^^^A3mg^pl^ 
ttx>y>©*jg«0.0 7ml «tf>^>tl,T7m g ) T?WKMfcb&«, ft 

(M^JM^M) 3 

B 6 5 (Dit&m 2 9 1 0 mg 

(2) ?Lttf 6 Omg 

(3) 3 — >X^— ^ 3 5mg 

(4) if^> 3mg 

(5) Xt7'J ymrtif^VJ* 2mg 

##MB 6 5®{^t2 9 1 0mg£¥Ut6 0 mg* <£££3->X^-^ 3 5 
mgOji^^ 1 0 %>i?^5 i >7K»«!0.0 3ml (if^f ><hLT3mg) 

tt ^nsit^^f/'j >t7^i/^i 2m g t^t, ffisrrs. Hens 

(1) ##MB 6 5 <D4k&m 2 9 1 0 mg 

(2) ¥L8f 7 Omg 

(3) 3 — ^T^—^ 5 Omg 

(4) -ST^ffi5 :? >y> 7mg 

(5) XT7'J>tT^'>^A 3mg 

###>JB 6 5<£»fb£-#f2 9 1 OmgiXrT'J >m^^->C7A 3 mg£ 
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f£5 s >y XDi&mW. 0 . 0 7 ml CnSm&?>7>t L/T 7 mg) T^S'fbbfe^, f£ 

>- 3 y^€^;fk^^^LPS^a^#T©»tlK (##00 B 1) ©8&m*tftW 
bfeo T&fr^ 7M#(DBALB/clBI'l4T^7.(n=7)tCLPS (lOmg/kg) §j»jai*38 

LPsmmimmm, 3o#^ &z>wzimmmzm$&&imm 

(30mg/kg)Ufc o M^tC«^§LPS^ail^raM^ifi0l*I^#L^:o #^£01 

> 

V^XKLPS (10 mg/kg) £fltl£fti3:-^Lfe^ fg^^ratdSlfil^fTV^ 
Calibrated pipet^JftLfcjfilM (^145^) £1.5% EDTA-2Na (4.5 ^L) 
BWlSbmmWtmW (F-800, Sysmex) &m^T&lhm&&&X£]fn.frffi.Wt&MMV 

fee »*ftH2*J;tf3lc*t. LPSS5ffi«30^6ii^ramK:»ajfiL«»:(BI2) 

>-a y^^^fc^^SLPSSSttfttft-^T©**** (##MB 6 6) 

f*fbfc 0 f&ifo^ 7ilg^©BALB/cjai'l4V^X(n=10)^LPS (4mg/kg) ^J^JS^f 

itb, V^7X©^5B*50M««Ufc. tiftSf^Ittftttt, LPSg=@ 
iS^ 1, 2, 4^^V^«6NpF B im{CM^#(l0mg^g)bfe<, 
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t^naiiits^ostis (###jb 2 6) oiis^tfc, ir&frt^ 

7M^0DBALB/clBi'f4X # X (n=8) £ JTOS^f 3S^5f T &£#^M^> (lg/kg) 
coIiOlll (5.9x105 CFU) ^X©£5E£6BF«mii 

^l^o mkmn&o.wo*^)^)vu~7,immzwm\s, igtEt, 3o#m> 

10 1, 2 &£^fct4P# F^«P^(30mg/kg)bfe o 

mmmmt. h^^y^mmvx^mm^mmvrc^^^z^xmmm 

15 

Umm 4 . TLR 8^697^— X b fcl <fc £ NO ££K:2fr58&* 

7W^D7 T— ^|JBJfe*RA.W264.7«fla&ffiVi> TLR M^X^X h 

5xlO50/mL £5 10X*»fl5^^J»^Jlii»*JPRPMI1640»»fcH»U, 

20 96 V^)V-W7£iZfU~- MCO^mL^x^TJMbfc. 37*0, 5%C02/95%^C 

TT-^iUfct> i%»{b^v-^ifiLmmin rpmii64o *»k:saft 

U §gTLR7^-XhW>^-7xD>r(HSI0.1 ng/mD 

2,3-dimaminonaphthalene ^fflVife^^T^SLfeo &43, TLR4 Sft« 
25 T^XbibTttLPSS, TLR2 31^T^Xhi:bT«^7 p ^h^U^> 
(PGN) TLR9 jl^WT^fnX b £ UTte CpG t'J^ DNA (CPG) tttl 
^ttf&WkStfi** 5ng/mL> lUig/mL, 75 mnol/L 5 IC^JtlLfco fcfe 

8M&Kttl0mM ^teSck^fcN, N- ^^fiWA75 HlCjft^U, O.lmM £: 
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& & «fc -5 \z i % ^ s/j^ie jfiL«^ip rpmii64o mrn-v^n u $ e> 

CD 10 £T?i£*l&T*&&b 1/10 §sinbfc 0 1 5 tl^t. 



mi 5] 







ICsoffi (nmol/L) 




LPS 


PGN 


CPG 


B 6 6 


10 


>1000 


>1000 - 


D4 


11 


>1000 


>1000 


D 7 


18 


530 


>100O 



5 ttlfe&R f£ TLR4 7 d'nX hT33-5> LPS fccfc<5 NO jS^^r 10~ 8 mol/L ^ — 
CD IC 5 o T^PSlI b TLR2 ftt* TLR 9 7 d'-X PGN Rtf CPG 

w&M&rr* 5 £ v> 5 . 

10 7!)XY^n77- ^*«BJIS<* RAW264.7 Sfflfl&<S:Jl^ 7;VW7-SOf8 
jgfc:||#-rst$tiT^'5 3-TSn-f F^y^F(l-40)K:<fc5lM' h*K>0£ 
SttlMMt (##MB l ; ##MB 2 6 , ##MB 3) ©WJMSl^fc. 
ifia, SMS** 5x105 fi/mL k:&£J;-5fc 10%^i&^^v-]fe^JfiL?*^ilP 
RPMI1640 ig*6fcJ»»U 96 ^x^V-f pU^U—hlZ O^mL/tfx^TJtfibfc. 

15 37t:, 5%C0 2 /95%^T-C ; -'ifei§*t'fc^ l%#fMb^>J3&yEjftLm»n 
RPMI1640 igi&fc^mU «0R«K, 0 T 5 D< F(l-40)C»»« 10/i 

.LfifcpCDll^il^H^-a (TNF-ot) Rtf IL-6 IS^TT^t A^X>if-r A 
'fA/Tyt-f + y hTSll^bfeo fc*5, 10mM <h^^<fc-5td N, N 

20 - i?>'^V*M75 Hti^t, O.lmM Lt£&£o\Z l%&m{k$ 

^jDRPMH64o^s&T^b, zzizmmmviommmhtez^mm-zftfiiis 
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mm 


flrfftW 


i (%) 


(liM) 


TNF- a 


IL-6 


B 1 


i 


77 


80 


B 1 


10 


99 


100 


B 2 6 


1 


88 


93 


B 2 6 


10 


100 


96 


B 3 


1 


87 


100 


B 3 


10 


97 


100 



W&. Sprague-Dawley V h V*, sodium pentobarbital (45mg/kg ip)^® t T 
id, ««&^HbfeS»i!Jfr£Stfib;fc. Forgaty ^;H2F, Baxtar *h§g)£* 

5mm '^ifllOffl^ 5mm iffl, DNA ^S£28l£bfc. 3H#J 

5%^xh^>?5Stm (dss) mm*m7kM\z^ti. a&Aflsmwx (8w) £5 

$5 (##MB3) (10-30 mg/kg)te 0.5%* ^HzJl/D-X (MC) fcffiiBU 6 0S 
<£D 1%DSS JftjfttfcjcT'r, — 0— HI 7 Blfflfenft^l'jfc. DSS$C7Kl2 B&fc# 
-IgCD^^ (grossly bloody stool: GBS) £ffofco SlfiL&ffV^. 
SI&JllL^ffl-SfcSS (Sysmex) ^ffl^TSjfiL^Sc (WBC) > ^jfa3£lfc (RBC) , ^ 
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WBC(xl0 2 /ML) 


RBC(xl0 4 /ML) 


Hb(g/dL) 


Normal 


39.6 ±4.2 


941.4±55.4 


16.2 ±0.8 


Vehicle 


95.7 ±13.0" 


475.8 ±46.5** 


10.9±1.0** 


##M B3 lOmg/kg 


41.0±4.1 + 


607.5 ±45.3 


13.2 ±0.8 


B3 30mg/kg 


53.5±7.8 + 


616.7±51.1 


12.9 ±0.5 





Ht(%) 


BW(%) 


GBS(%) 


Normal 


53.6±3.4 


108.0±2.4 


0 


Vehicle 


29.2 ±2.4** 


93.3 ±5.4* 


100 


B3 lOmg/kg 


35.4±2.7 


102.0 ±7.1 


83 


##M B3 30mg/kg 


35.1 ±2.7 


102.8±7.9 


67 



5 Data are expressed as means SE of six mice. 

V p^O. 05; **, p^O. 01 (Student's test) vs. normal. 
\ p^0.05 (Student's test) vs. vehicle. 

=R8M&KteU DSSfc±.£WBC, RBC, Hb 43«fctf Ht ©Jtfc&raFKlflHWbfc© 

0.05% mmmmz^^(Djimn^~-y>^mm^^M(Dya^ > h^±r^ 

ZL/1>h£*g-tfTXT;i/^3 >clfe, 3 7-y>lWa DBA/1 *H4T 
(6W) (n=10a2)««MO^C100Mg/0.1 mL&#U W0&£Mf£bfco * 
15 ©Jg^fc*ViTIZ3ift0^i:#lfi©SflES«lfiWK:«*5bfc. &<ft (###!JB 3) 
(30 mg/kg)^ 0.5%MC fc!K»U ^ ^— D — B — EI (B«B£P&#) 8 

iT^T^JK^xlOO) Tf^bfc. Hfi5lfc<E> index «*JKfc^T, «^b£ 0 
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N 


Arthritis incidence(%) 




Arthritis index 






6W 


7W 


8W 


6W 


7W 


8W 


Vehicle 12 


58.3 


65.0 


70.0 


1.20 


1.23 


1.40 


B3 10 


37.5 


40.0 


60.0 


0.65 


0.80 


1.15 



wmim-z. mffi0k<Dmm^&&z$ index %mmiz&mi<tc<D~e. m&mffiv? 
io mm-towm-pim®. 

*mm<DT-LRzsifj-)mmm^ ^nm^mm, mmt^^^ wm^-. 
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8 . If^T^ F^-grW^*^ 1 0 0 0 
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(CH 2 )n A i ;| R° (I) 

. I 

S0 2 N Ar 
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